rops 


port 


ble 
Vol. 7 
Sept. 1967 


SEPTEMBER 1961 


| Harry F. Dowling, M.D., Editor 


Editorial Board 
Charles H. Burnett, M.D. 
Maxwell Finland, M.D. 
Disease-a-Month 
Franz J. Ingelfinger, M.D. 
Jack D. Myers, M.D. 


Nicholas J. Cotsonas, Jr., M.D. 
Assistant Editor 


lcerative Colttis 


SHERMAN M. MELLINKOFF 


YEAR BOOK MEDICAL PUBLISHERS ® INC. 
CHICAGO 


Ann. 
3 
3 
Ss} urn 
|| 
: 
i 
3 
if 
F 
4 
4 


Howard College Library 


Disease-a-Month 


COPYRIGHT 1961 BY YEAR BOOK MEDICAL PUBLISHERS, INC. 


MONTHLY CLINICAL MONOGRAPHS ON CURRENT MEDICAL PROBLEMS 


RECENT AND FORTHCOMING ISSUES 


Wallace N. Jensen—THE HEMOGLOBINOPATHIES 


Robert J. Ryan—MALE HYPOGONADISM 


Sol Katz, Joseph W. Peabody, Jr., and Edgar W. Davis—rueE so.trary 
PULMONARY NODULE 


Edward A. Gaensler—DYSPNEA: DIAGNOSTIC AND THERAPEUTIC IMPLICATIONS 
Robert Ward and Saul Krugman—vira HEPATITIS 
Ronald S. Mintz—vbETECTION AND MANAGEMENT OF THE SUICIDAL PATIENT 
E. Charles Kunkle—coma 
Sherman M. COLITIS 


Herbert S. Heineman and Abraham I. Braude—suHock IN 
INFECTIOUS DISEASES 


Jackson A. Smith—psycHOACTIVE DRUGS 


: 
nig 
j 
: 
| 
5" 


)BLEMS 


Ulcerative Colitis 


SHERMAN M. MELLINKOFF 


AITARY 


CATIONS 


ATIENT 
: 
is 


4 
‘ 
I 
D 
Prec 
Me 
Boe 
Ae 


DEFINITIONS . . 
History . 
INCIDENCE 
ErioLocy 
PATHOLOGY 


DiacNosis . . 


TABLE OF CONTENTS 


Symptoms and Signs . . . . .... 


Laboratory Data . 


Proctosigmoidoscopic Examination 


X-ray Diagnosis . 


. 


Differential Diagnosis. . . . . 


TREATMENT 
Rest 


Parenteral Feeding. . . ...... 


Psychotherapy 
Drugs . . 
Hormones 


Surgery . 


PREGNANCY AND Couitis .... . 


PROGNOSIS. 


w 


— 
. . . . . . . . . . . . 
13 
. . . . . . . . . 
15 
18 
. . . . . . . . . . . . . 20 
. . . . . . . . . 23 at 
97 
3 
« 


< 
Ge 
U 
ul 
ar 
: 
or 
: 
m 
0! 
th 


took his medical training at Stanford University Medical School, University 
of Pennsylvania Hospital and Johns Hopkins Hospital. He is Associate 
Professor of Medicine (in charge of Gastroenterology) at the University 
of California (Los Angeles) Medical School, and an Associate Editor of the 
American Journal of Digestive Diseases. His research interests include the 
inborn error of metabolism, familial Mediterranean fever. His many 
publications include editorship of the textbook ‘“The Differential Diagnosis 
of Abdominal Pain.” 


ULCERATIVE COLITIS is a disease of unknown cause and 
uncertain anatomic boundaries. It is imitated by other diseases 
and is capable of arousing heated controversy. It is as variable in 
its severity as the range between a drizzle and a hurricane, and it 


is shunned by many sensible physicians who prefer a less dis- 
ordered lot. 


DEFINITIONS 


Ulcerative colitis is an inflammatory disease largely confined 
to the colon and the terminal segment of the small bowel, but 
occasionally attacking much longer areas of the jejunem or 
ileum. One case report has even suggested that ulcerative colitis 
may involve the esophagus (1). Some clinicians prefer to think 
of a chronic inflammatory process confined to the distal part of 
the rectum as a different disease—‘“‘terminal colitis.” Others be- 
lieve that when chronic inflammation affects segments of the 
colon it is a separate entity—‘“segmental colitis.” The kind of 
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right-sided colitis that involves a generous portion of the ileum 
and is often accompanied by steatorrhea and liver disease js 
sometimes classified as a distinct entity (2). Against this back- 
ground of subdivision, some would place ulcerative colitis in all 
its peculiar variations in a single spectrum of illness including 
all the vagaries of regional enteritis. 

In the United States, at least, the present consensus is that 
Crohn’s disease and ulcerative colitis are pathologically sep- 
arable, but that ulcerative colitis is a single disease with protean 
characteristics, including those of “terminal colitis,” “segmental 
colitis,” “left-sided colitis,” “right-sided colitis,” “backwash ile- 
itis” and occasionally severe and extensive inflammatory involve- 
ment of the mucosa of the small bowel. Ulcerative colitis is often 
manifested also by certain systemic complications such as arthri- 
tis, skin disease, nephritis and iritis. 


HISTORY 


It is possible that the first description of ulcerative colitis was 
written by Thomas Sydenham in the 17th century when he 
described “the bloody flux.” This type of diarrhea may have 
been confused by Sydenham, however, with bacillary dysentery 
and other infectious types of diarrhea. It is humbling to realize 
that the separation of bacillary dysentery and ulcerative colitis 
remained incomplete well into the era of bacterial diseases and 
is still today the subject of controversy. It is probable that the 
first description of the pathology of ulcerative colitis as distin- 
guished from bacillary dysentery was written by Wilks and Moxan 
in 1875. In recent years the etiology, pathology, diagnosis and 
treatment of ulcerative colitis have been attacked from all quar- 
ters of the globe. Dr. Harry E. Bacon has written an excellent 
textbook entitled Ulcerative Colitis (3), and it is now possible 
to subscribe to a journal which consists of abstracts from the 
world’s literature pertaining to this disease (4). 
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INCIDENCE 


In many parts of the world, certainly in the United States and 
Great Britain, ulcerative colitis is a common disease, probably 
accounting for 5 patients per 1,000 hospital admissions. In other 
parts of the world, such as South America, ulcerative colitis ap- 
pears to be relatively uncommon. Reliable figures are difficult to 
obtain; even in a single city in the United States it is sometimes 
observed that ulcerative colitis is ever present in a private hos- 
pital while seldom seen in a county hospital a few miles away. 


ETIOLOGY 


AcE OF ONSET.—Usually ulcerative colitis begins in relatively 
young adults in their twenties or thirties, but the disease may 
first appear at any time of life. Marked cases have been described 
in newborn infants, children, adolescents, the elderly and even 
in the senescent. 

Sex.—There is no preponderant sex-linked incidence of the 
disease. Females may be affected a little more often. 

Race.—There have been many suggestions that ulcerative 
colitis may be more common in one ethnic group or another, but 
convincing data on this subject have not been divorced ade- 
quately from environmental factors. Some observers have had the 
impression that ulcerative colitis is more common among the 
upper and middle economic classes. 

FAMILIAL INCIDENCE.—It is not the rule to find more than one 
case of ulcerative colitis in a single family, but many observers 
have suspected that certain familial occurrences of ulcerative 
colitis are too striking to be coincidental. The writer has seen 
ulcerative colitis in a severe and fulminant form in a mother, two 
of her daughters and one grandchild. The significance of such 
observations is not known. 

Causes.—The cause of ulcerative colitis is not known, and 
indeed it is not clear that a single cause or constellation of 
causes will ever be found to apply to all cases of what we now 
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call ulcerative colitis. At one time or another arguments have 
been advanced favoring causation by one or more of the follow- 
ing: various infectious agents, abnormal enzyme secretions in 
the gastrointestinal tract, hypersensitivities of different kinds 
including food allergy, metabolic disturbances, neurogenic im- 
balance, psychiatric disorders, collagen disease as seen in lupus 
erythematosus, vascular insufficiency of the colon and auto- 
immune mechanisms (5). Of all these candidates, probably 
the one currently claiming the largest number of adherents is 
in the psychiatric category. Virtually everyone who has seen 
patients with ulcerative colitis is impressed with the important 
influence of emotional factors on the course of the disease. How- 
ever, an influence on the course of a disease is by no means 
synonymous with the cause of a disease, and there are other 
factors which have a clearly deleterious effect on the course of 
ulcerative colitis, including pregnancy and nutritional defi- 
ciencies. 


PATHOLOGY 


Ulcerative colitis begins as mucosal inflammation, in contrast 
to regional enteritis which characteristically begins in the sub- 
mucosa. The acute inflammatory process, originally very super- 
ficial, erodes to various depths in the bowel and may cause 
walled-off or free rupture. Secondary infection may play an 
important role, and at times the colon and parts of the small 
bowel may be inflamed from mucosa to serosa and grossly re- 
semble a hot appendix ready to burst. The late Dr. Albert Snell 
has described acute severe ulcerative colitis as comparable to a 
third-degree burn with a fecal poultice. In the more chronic 
stages of the disease the lining of the bowel may become alter- 
nately atrophic, fibrotic, hyperplastic and studded with islands 
of mucosal hypertrophy or pseudopolyps. Cancer is a metaplas- 
tic sequel to the chronic inflammatory process, but may arise in 
atrophic bowel as easily as in pseudopolyps. The longer the dis- 
ease is present the more likely is cancer to occur. The average 
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duration of the disease when a secondary cancer is discovered 
is about 17 years. The over-all incidence of cancer of the colon 
in patients with ulcerative colitis is about 8 times as high as it 
is in comparable members of the population (6). Cancers may 
be multicentric and in addition may be very difficult to distin- 
guish radiologically from areas of chronic scarring. 


DIAGNOSIS 
SYMPTOMS AND SIGNS 


Ulcerative colitis is so variable a disease that to describe “a 
typical case” is to invite misdiagnosis of a great many patients. 
The commonest symptom of ulcerative colitis, for example, is 
bloody diarrhea, and yet a very large percentage of patients with 
ulcerative colitis may for years have no diarrhea at all or may 
even, in fact, be constipated. At one time or another virtually 
all possible combinations and permutations of the following 
clinical manifestations may appear: constipation, diarrhea, 
hematochezia, fever (slight to severe), abdominal distention and 
pain, perirectal abscesses, malaise, anorexia, nausea and vomiting, 
prostration, arthritis, clubbed fingers, erythema nodosum, pyo- 
derma gangrenosum, erythema multiforme, hepatomegaly and 
splenomegaly (reflecting cirrhosis) , steatorrhea, marasmus, Char- 
cot’s intermittent biliary fever (reflecting a type of “primary” 
biliary cirrhosis), iritis, pericarditis, pleuritis, pancreatitis, a 
Loeffler type of pneumonia, edema, all types of mental disturb- 
ances from the most mild to true psychosis, microscopic hema- 
turia from a form of nephritis which may or may not lead to 
uremia (7), peripheral neuritis, myocarditis and all of the various 
complications of a ruptured colon. 

Not infrequently a patient with ulcerative colitis may have 
intermittent bleeding, the blood sometimes mixed with mucus, 
as the sole manifestation of his disease for many years. Other 
patients with ulcerative colitis may have recurrent bouts of 


9 


trast 
sub- 
uper- 
cause 
small 
y 
Snell 
ronic 
alter- 
lands 
iplas 
ise in a 
dis- 
erage 


bloody diarrhea, the amount of blood passed varying from a 
few streaks to massive or even exsanguinating hemorrhage. Ful- 
minating colitis may be the dramatic beginning of the illness 
or may occur at a certain point in what has appeared for years 
to be a benign disease. It is often characterized by almost con- 
stant passage of liquid stools grossly mixed with pus, blood and 
mucus, abdominal distention and cough-tenderness, anorexia and 
vomiting, severe prostration and weakness, high fever and what 
seems to be the inexorable ebbing away of life. 

It is not uncommon to have patients with ulcerative colitis 
first present themselves to the doctor complaining of extracolonic 
ailments. The latter include a great variety of skin conditions, 
what appears grossly to be rheumatoid arthritis or spondylitis, 
iritis or a rather nonspecific combination of malaise and fever. 

In some patients the onset of illness is followed by symptoms 
without remission, and other patients may feel perfectly well 
for long periods of time between short episodes of acute colitis. 
Diarrhea may be severe in those with neither fever nor signs 
of malnutrition, while in other patients a mild diarrhea may be 


accompanied by extreme illness as measured by other param- 
eters. 


Many patients with ulcerative colitis appear hostile or de- 
spondent, negativistic and overly dependent; others have a 
personality that would no more suggest ulcerative colitis than 
a fracture of the right patella. 

Generally speaking, the milder the disease—as judged by the 
nutritional status, the temperature, the hematocrit and the 
serum albumin—the more likely is the disease to be confined to 
a relatively small distal portion of the colon, sometimes the ter- 
minal rectum itself (8). While there are many exceptions to 
this rule, it is usually true that the more severe the systemic 
disease, the greater the length of colon involved and the deeper 
into the wall of the colon the disease extends. However, a rela- 
tively short segment of deeply involved colon, as in the so-called 
segmental colitis, may present a fulminating and fatal picture. 
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Most patients with ulcerative colitis do not have a malabsorp- 
tion syndrome in the ordinary sense of that word, although the 
exudation of pus, blood and protein from the inflamed colonic 
mucosa represents an important loss of protoplasm. In a few 
cases of ulcerative colitis, however, notably those involving the 
right side of the colon and a substantial portion of the ileum, 
there may be true steatorrhea of a significant degree. Various 
substances may be poorly absorbed, leading to such sprue-like 
manifestations as tetany, hypoprothrombinemic purpura, anemia 
due to B,2 deficiency, and hypoalbuminemia out of proportion 
to the colonic exudation of plasma and the degree of fever and 
relative starvation (2). 

In summary, then, any of the following symptoms or signs 
should raise the question of ulcerative colitis: (1) red blood 
passed by rectum (hematochezia), whether diarrhea is present 
or not, (2) diarrhea, (3) fever, (4) malnutrition, (5) abdom- 
inal or rectal pain with inflammatory or suppurative conditions 
in or around the rectum or anus (perirectal abscess, tenesmus, 
anal fissure, etc.), and (6) any of the various conditions com- 
monly associated with “rheumatic or rheumatoid states,” such 
as iritis, arthritis, erythema multiforme, nonspecific chronic 
stomatitis, erythema nodosum, pyoderma gangrenosum, etc. 

The severity of ulcerative colitis, when the diagnosis is known, 
may be judged to some extent by the physical examination. 
Ominous signs are: (1) high fever, (2) marked wasting, (3) 
pallor and weakness, (4) evidence of dehydration or edema, (5) 
toxic psychosis or related mental states, or purposeless trembling 
of the hands exaggerated by effort, (6) marked gaseous disten- 
tion of the abdomen, especially if peristalsis is hypoactive, and 
(7) all the various signs of peritoneal irritation, including ten- 
derness persistently referred to the same place on coughing. 

Marked abdominal distention, even when the signs of peritoneal 
irritation are minimal, equivocal or absent, must raise the ques- 
tion of impending or actual perforation of the colon. Under 
these circumstances a barium enema is hazardous. In fact, when 
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the signs listed above as ominous are present, even bed rest is 
far from safe, and emergency colectomy must be weighed 
against the alternatives. 


LABORATORY DATA 


Often the blood count is not remarkable. In severe cases 
anemia is likely to be present and is sometimes extreme. The 
anemia, in individual patients, may be due to one or more of 
the following factors: (1) blood loss and attendant iron de- 
ficiency, (2) malnutrition, including deficiency of folic acid, 
pyridoxine, vitamin B,, or protein, (3) chronic inflammation and, 
in unusual cases, (4) malabsorption of various nutrients or (5) 
hemolysis. Thus the red cells may be small and pale, large, 
normal or variable in size, depending on the type of anemia. 

Urinalysis is usually not remarkable, except as the specific 
gravity may be affected by dehydration. Proteinuria may be a 
transient reflection of severe illness, usually with high fever. In 
a few cases microscopic hematuria is found, usually with some 
increase of white and epithelial cells, casts of various types and 
slight to moderate proteinuria. Such findings, indicating sig- 
nificant renal disease, may be due to a form of nephritis or 
glomerulitis which is sometimes associated with ulcerative colitis 
and may become a progressive and fatal complication (7). The 
massive proteinuria of the nephrotic syndrome is probably not 
associated with ulcerative colitis unless a coincidental illness is 
present or there is amyloidosis, a peculiarly rare complication of 
ulcerative colitis. 

The stool may be formed and hard, even when its surface is 
impregnated, as it often is, with blood-streaked mucus. More 
frequently the stool is mushy or watery, flecked with blood and 
intermittently grossly bloody. Glairy mucus may be seen. Micro- 
scopically the characteristic findings are pus and red blood cells. 
In the United States, at least, chronic diarrhea with large num- 
bers of white blood cells in the stool almost always means ulcer- 
ative colitis. 
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The serum albumin concentration is usually low when ulcer- 
ative colitis is severe; less often, the serum globulin is elevated. 

Various types of electrolyte imbalance may appear in ulcer- 
ative colitis, but the commonest abnormality of therapeutic im- 
portance is hypokalemia, which may cause or aggravate the 
colonic distention that sometimes portends a perforation. Hypo- 
kalemia may also be a factor in nausea and vomiting, and is 
aggravated by the latter. 


EXAMINATION 


The diagnosis of ulcerative colitis can be made with a fair 
degree of confidence in about 90% of the cases by proctosig- 
moidoscopy. Depending on the severity of the diarrhea and the 
psychologic outlook, the patient is examined either without 
preparation or after one or two tepid tap water enemas. In 
early cases the mucosa is typically red, edematous and friable; 
it will bleed at the touch of a cotton swab. The friability is 
often the most helpful means of distinguishing between true 
inflammation and transient hyperemia, the so-called “rectal 
blush,” which can usually be seen to blanch after a few minutes 
and is not accompanied by edema. In the later stages pin-point 
abscesses and small hemorrhages are seen in a thicker mucosa, 
and these may appear yellow, gray, black or red, depending on 
the amount of pus, mucus or blood (old or fresh) present in 
the miliary mucosal lesions. Still later the mucosa is indurated, 
dull and splotched with irregular shallow ulcers of variable size 
and shape. The ulcers are covered with white or gray exudate 
or with scabs, and the intervening mucosa remains edematous 
and friable. Ultimately the lumen is narrowed, the wall becomes 
inelastic and hypertrophied islands of mucosa or strictures may 
appear. 

In most cases these proctosigmoidoscopic features, together 
with the history and the microscopic exclusion of amebiasis, vir- 
tually establish the diagnosis of ulcerative colitis. Occasionally, 
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however, the mucosa may appear normal or only questionably 
abnormal, but a small mucosal biopsy will unequivocally reveal 
signs of mucosal inflammation. A biopsy may also be useful in 
the exclusion of certain specific diseases sometimes confused with 
ulcerative colitis, to be discussed under Differential Diagnosis. 


X-RAY DIAGNOSIS 


In about one patient in ten with ulcerative colitis the in- 
flammatory process is confined to portions of the bowel well 
beyond the reach of the sigmoidoscope. (Experience teaches 
how high the sigmoidoscope may be passed with safety, but 
anatomic variations or pericolic inflammatory adhesions recom- 
mend this motto: Better a cowardly sigmoidoscopist than an in- 
advertant peritoneoscopist! ) 

In those patients with ulcerative colitis not reached endo- 
scopically, the diagnosis depends upon x-rays. Occasionally, 
especially in very sick patients, plain films of the abdomen 
reveal diagnostic gas shadows in the tubular, narrowed, ulcer- 
serrated colon which has lost its haustral markings. More often 
a barium enema is necessary, and frequently this procedure can 
and should be undertaken without catharsis. Castor oil or other 
irritants may aggravate the inflammation or even rupture the 
bowel. Usually in the presence of spontaneous diarrhea the 
colon is empty enough to allow a good radiologist to obtain 
films that are at least satisfactory in the diagnosis of ulcerative 
colitis, if not in the differentiation of small sessile polyps from 
adherent feces. The latter question is seldom germane to the 
major problem in diagnosis and can await a more opportune 
time in the illness. Even if the radiologist finds, at fluoroscopic 
introduction of the barium, too much fecal material, good films 
are often obtained with minimal risk when a second barium 
enema follows evacuation of the first one. 

In long-standing, chronic colitis the x-ray diagnosis is ordi- 
narily clear. The colon, or a part of it, is narrow, short, grossly 
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ulcerated and studded with pseudopolyps. In early cases, how- 
ever, even very severe ones with the patient on the brink of 
death, the x-ray signs may be slight and subtle. Tiny saw-tooth 
ulcers may be visible only on close inspection of the barium 
silhouette. No ulcers at all may be detectable when the sole 
evidence of disease is thickening of the mucosal folds due to 
edema or a peculiar feathery appearance of the mucosa when 
the colon contains only a small amount of barium. 


DIFFERENTIAL DIAGNOSIS 


An exhaustive differential diagnosis would be impossible in 
a short monograph, but brief mention of some of the problems 
follows : 

Amebiasis.—Gross bleeding is less common in amebiasis than 
in ulcerative colitis, and the sigmoidoscopic abnormalities in 
amebiasis, if found, usually consist of small mucosal ulcers sur- 
rounded by normal mucosa, in contrast to the diffuse friability 
so characteristic of ulcerative colitis. Amebae in the stool suggest 
amebic colitis, but amebae may also be found when ulcerative 
colitis is the real or major illness. The spectrum of findings in 
true amebiasis, while usually distinctive, sufficiently overlaps the 
vagaries of ulcerative colitis that it is sometimes necessary to 
distinguish the two by means of a therapeutic test. If the latter 
is used, one should be slow to reach conclusions, since arrest of 
symptoms may follow any form of treatment, and only clear 
and apparently permanent results and objective signs of healing 
provide convincing evidence. For purposes of a therapeutic test 
the writer prefers diodoquine 0.6 Gm. three times daily for 21 
days with chloroquine 0.25 Gm. twice daily for 15 days. These 
drugs are effective amebacides and relatively free of side effects, 
in the absence of genuine allergy. 

Nervous diarrhea, or spastic colon Bleeding is almost always 
absent, unless it is due to a hemorrhoid, anal fissure or some 
other detectable lesion. Diarrhea is less apt to interrupt sound 
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slumber in the spastic colon syndrome than in severe ulcerative 
colitis. Pus and red cells are not found in the stool. Sigmoido- 
scopic, microscopic (biopsy) and radiological stigmata of ulcer- 
ative colitis are absent. 

Diverticulitis—Mucosal changes on proctosigmoidoscopy are 
ordinarily absent. Significant numbers of pus cells in the stool 
are not usually found. The x-ray signs are almost always quite 
different in the two diseases. 

Regional enteritis (Crohn’s disease).—In its classical form, 
with granulomatous and fibrotic narrowing of the “skip areas” 
distal to the dilated loops of bowel, regional enteritis is easily 
distinguished by x-ray from ulcerative colitis. In the latter the 
small intestine appears shaggy from mucosal ulceration and loss 
of normal plicae circulares, but is not usually stenosed or so 
greatly thickened. Crohn’s disease, however, may primarily 
affect the colon, or, like colitis, present as a perianal fistula. The 
x-ray appearance of Crohn’s disease in the colon is usually dif- 
ferent from that seen in ulcerative colitis; the affected segments 
of bowel are thicker and shorter and less liable to tiny ulcerations 
(9). Crohn’s disease seldom causes a significant amount of rectal 
bleeding; mucosal changes in the rectosigmoid, if present at all, 
are usually slight and ordinarily do not include the easy provoca- 
tion of bleeding. 

Bacillary dysentery—The frequency of various forms of bac- 
terial colonic inflammation varies widely with the geographical 
location. Ordinary shigellosis or salmonellosis should not be 
confused with ulcerative colitis except at the beginning of the 
illness, since these forms of bacillary dysentery, if the patient sur- 
vives, are self-limited diseases. A patient who has an inflamed 
colon a year after the onset of his diarrhea is not suffering from 
salmonellosis alone even if salmonella are isolated in the stool 
culture; this indicates either an acute bacterial infection super- 
imposed upon another diarrheal disease or, more commonly, 
the carrier state. In an acute diarrheal illness bacillary dysentery 
must be ruled out by careful stool culture. 
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Tuberculous colitis is decidedly uncommon except in those 
suffering from tuberculosis elsewhere, usually the lungs. It 
rarely involves the rectum, which is most likely to be affected by 
ulcerative colitis. Diffuse friability is not ordinarily seen, even 
in tuberculous involvement of the rectum or sigmoid. Hyper- 
plastic tuberculosis of the cecum, ascending colon or terminal 
ileum is more apt to be confused with Crohn’s disease. 

Lymphopathia venereum.—This disease, especially in women, 
may be confused with a chronic stage of ulcerative colitis in 
which there is a thick high rectal stricture. Either biopsy of the 
lesion or the Frei test or both will differentiate such cases. 

Familial polyposis of the colon—This disease may cause 
hematochezia and diarrhea, but it is differentiated from ulcerative 
colitis by the sigmoidoscopic finding of true adenomatous polyps 
and by the barium enema. 

Schistosomiasis may be confused with ulcerative colitis. In the 
United States the disease can usually be excluded by comparing 
the patient’s residencies and travels with the geographic distribu- 
tion of schistosomiasis. In other cases the clinical characteristics 
of schistosomiasis and, if necessary, rectal or sigmoid mucosal 
biopsy establish the correct diagnosis. 

Radiation proctitis has certain characteristic features at vari- 
ous time intervals after the exposure to radiation; a history of 
exposure to radiation in the appropriate region alerts the physi- 
cian to search for these features (3). 

The terminal illness syndrome.—Occasionally a patient dying 
of carcinomatosis or prolonged sepsis, if his illness includes diar- 
thea, has such poor powers of tissue repair that sigmoidoscopy 
may suggest ulcerative colitis, because trauma renders the mucosa 
friable to some extent or actually provokes bleeding. In most 
cases the significant primary disease by this time is evident. 

Scleroderma or amyloidosis may be confused with ulcerative 
colitis (10). 

Chronic cathartic ingestion may cause a radiologic picture 
resembling that seen in ulcerative colitis, with absent haustral 
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markings and segmental narrowing of the colon. The procto- 
scopic appearance of the mucosa, however, is either normal or 
shows only melanosis coli, a harmless pigmentation. 


TREATMENT 


The therapy of ulcerative colitis is a highly controversial sub- 
ject, even among accomplished and distinguished gastroenterol- 
ogists whose diagnostic acumen is uniformly excellent and whose 
patients, probably, fare equally well. The writer infers from this 
diversity and from his own observations that the major univer- 
sally important aspects of treatment are (1) kindly, hope-inspir- 
ing, faithful attention and (2) judicious support of the patient's 
nutrition and general welfare. 

Obviously the treatment varies according to the vast differences 
in the type and severity of ulcerative colitis, as discussed above. 
In fulminant colitis, for example, when colonic rupture enters 
into the hourly differential diagnosis, colectomy may be life-saving 
and indispensable, but no one would recommend surgery for a 
9-year-old boy whose sole sign of a mild terminal colitis is occa- 
sional blood-streaking of the formed stools. Therefore, the cate- 
gories of treatment, described below, must be interpreted in the 
light of the individual case. 


REsT 


In febrile or prostrated patients bed rest is usually indicated. 
Bed rest may be modified, depending upon the circumstances, to 
permit use of the toilet or bedside commode. For some patients 
a bed pan is really unconstitutional, since it represents “cruel 
and unusual punishment.” In almost all patients, even those 
without fever, exhaustion should be avoided, and the amount of 
rest required thus varies with the nutritional status, the habits 
and capabilities of the patient and probably also with his psycho- 
logical make-up. Some ambulatory patients feel better if they 
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have regular exercise of some kind, and the exercise assumes 
the role of a talisman which is not to be scorned if the doctor 
has prescribed it. 


Diet 


If there is clear evidence of a genuine food allergy, of course 
the offending food should be eliminated. In the writer’s experi- 
ence such a situation is uncommon, although some physicians 
prescribe elimination diets with success. It would seem prudent 
to avoid pepper and similar spices and unripe fruit, since these 
foods, at least in excess, are prone to cause diarrhea in many 
normal persons. In the writer’s experience, however, the pre- 
scription of a low residue diet, which is routinely advocated, is 
seldom if ever noticeably helpful, nor does it seem likely on 
theoretical grounds that a piece of lettuce would represent, after 
traversing the stomach and 23 feet of small bowel, a formidable 
assault upon the colonic mucosa. 

On the other hand, there is general agreement that the most 
pitiful straits in ulcerative colitis are often reached through nutri- 
tional deterioration. Great burdens are placed upon nutrition 
by blood loss, exudation of plasma, inflammation and fever, and 
sometimes malabsorption. In addition, the appetite may be poor, 
or because the gastrocolic reflex tends to aggravate diarrhea, the 
patient is afraid to eat. Sometimes psychiatric disturbances or 
old prejudices oppose a wholesome diet. If to one or more of 
these impediments there is added by the doctor, the family or 
friends a fearful avoidance of this food or that, the diet may 
become completely inadequate. It is therefore advisable to 
emphasize not the dietary interdictions, which should be relatively 
few, but rather the tremendous importance of calories, vitamins, 
and whole protein clearly adequate to meet the wasteful drain 
of chronic illness. It seems to me preferable for a hypoalbumi- 
nemic patient to enjoy a large steak, string beans and French- 
fried potatoes than to shrink timorously from eating anything 
but a rice pudding because the hospital dietitian, in the patient’s 
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view, had the gross sadism to place before him a “regular diet.” 
If, however, a patient has become convinced, whether by personal 
experiment or respected advice, that certain foods are deleterious, 
it is usually wise to accept these limitations and within them to 
use whatever tactics are required to assure a favorable nitrogen 
balance. 


PARENTERAL FEEDING 


No good substitute has yet been found for the natural digestion 
and absorption of food. If for a time the patient is too sick to 
eat, however, or if fever and bloody diarrhea are depleting the 
patient beyond his own capacity to restore metabolic loss, the 
doctor must do his best with intravenous fluids. These should 
include, of course, adequate water and electrolytes; potassium 
depletion is common in severe ulcerative colitis, and magnesium 
deficiency can occur. Intravenous glucose and vitamins are of 
some help, and to replace the inevitable protein loss there is 
nothing so efficient as whole blood, plasma or serum albumin. 
Blood and plasma introduce the risk of homologous serum jaun- 
dice, and blood transfusion has well-known special risks. Never- 
theless, an anemic patient in dubious combat with overwhelming 
colitis is often saved from death by repeated blood transfusions. 
Intravenous serum albumin, if not given so rapidly as to cause 
acute heart failure and pulmonary edema, involves very little 
hazard except for its considerable expense, and it is frequently 
an invaluable means of bolstering the nutritional resources of 
the depleted or desperately ill patient. 


PsyCHOTHERAPY 


In few if any diseases is supportive psychotherapy of such 
critical value as it is in ulcerative colitis. In most cases this type 
of support, which requires an understanding and sympathetic 
approach, is best provided by the internist or family physician. 
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The patient is encouraged, mainly by an attitude of calm accept- 
ance and good cheer, to let the doctor help him with his prob- 
lems, whatever they are or seem to be. It is sometimes very 
difficult, but highly important, to avoid rousing in the patient 
a feeling that he is rejected, neglected or unloved. A very sick 
patient may deliberately, so it seems, attempt to provoke a 
hostile response from the doctor or nurse, or he may seek to 
stir up controversy among his attendants by making invidious 
comparisons or by complaining to one doctor of another’s in- 
competence or of the nurse’s absence. All this is reminiscent of 
a small child seeking attention. If such behavior is met with a 
curt reply, or if the doctor joins the patient in deprecating others 
upon whom the patient depends, the situation is made worse. A 
feeling of security, which the patient may have been perversely 
seeking, is lost, as when a child observes his parents quarreling. 
On the other hand, if querulous remarks or fractious attitudes 
earn only calm reassurance, gentle advice or perhaps renewed 
interest in another, less controversial, matter of concern to the 
patient, a truly therapeutic effect is often the result. 

Good rapport is almost always vastly superior to any “tran- 
quilizer” or “psychic energizer.” 

Occasionally the emotional problems are so complex or so 
severe that the help of a psychiatrist must be enlisted. As long 
as active or possibly active ulcerative colitis is present, however, 
it is almost always dangerous to use probing psychotherapy, the 
kind that puts the patient on the defensive or threatens him in 
any way. In other circumstances such efforts are no doubt neces- 
sary and rewarding, but in the colitis patient the result may be 
catastrophic aggravation of a capricious and potentially fatal 
disease. Most psychiatrists are familiar with these hazards and 
are very skillful in avoiding them. 

A common error among physicians caring for disturbed patients 
with ulcerative colitis is to go too far with amateurish or im- 
promptu “analysis.” It may be very useful to the doctor, as a 
guide for his conduct, to observe the patient’s ambivalence 
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toward his mother, but the bleeding and miserable sufferer js 
not sustained nor cheered by being confronted with the awesome, 
diarrheagenic implications of his Oedipus complex. The doctor's 
friendly interest in his hobbies is far more beneficial. Illogical 
kindness is better than sophisticated erudition if the latter leads 
only to carping. 


Drucs 


Iron therapy is often necessary, because of the chronic blood 
loss, and it is usually well tolerated. 

All sorts of antimicrobial drugs have been tried, especially 
salicylazosulfapyridine and similar sulfonamides. Except to pre- 
pare the bowel for surgery, these agents are rarely if ever of 
critical value, but they may be tried empirically, cautiously 
watching for harmful side effects. When amebiasis is difficult 
to rule out, diodoquine and chloroquine can be given a thera- 
peutic trial, and some feel that they have some nonspecific amel- 
iorative effect upon ulcerative colitis. The benefit is probably a 
placebo action, which is not to be deprecated. A ruptured colon, 
of course, may require broad-spectrum antibiotics, along with 
other measures. 

Drug control of diarrhea in a chronic disease is far from simple 
or easy. Aluminum hydroxide gels, calcium carbonate, methyl 
cellulose or hygroscopic pectins can be tried but are usually of 
little or no avail. Atropine and similar parasympatholytics are 
seldom as effective in diminishing diarrhea as they are in drying 
the mouth or causing urinary retention. Ganglionic blocking 
agents are most often ineffective in nontoxic doses. 

Opiates, including morphine, paregoric, codeine and codeine 
derivatives, often effectively check the diarrhea. The smallest 
satisfactory dose of the least addicting of these drugs—perhaps 
16-64 mg. codeine sulphate four times daily—sometimes gives 
the patient a merciful respite. Such a regimen cannot be con- 
tinued indefinitely, not only because of addiction, but also because 
of “bowel addiction,” in which habituation soon makes it neces- 
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sary to give a formerly adequate dose of the drug merely to 
reduce the diarrhea to its original severity. Side effects of the 
narcotics must also be considered in deciding whether or not to 
begin or continue them in a given case. These include anorexia 
and nausea and, especially in seriously ill patients, the production 
or aggravation of colonic distention which may lead to perfora- 
tion of the bowel. 

Phenobarbital and the short-acting hypnotics may be helpful 
in certain situations. 


HorMONES 


Adrenal steroids of the anti-inflammatory type, such as corti- 
sone, sometimes induce a dramatic remission in ulcerative colitis. 
Adrenocorticotropic hormone (ACTH), for reasons not presently 
clear, appears to be more potent in this disease than any of 
the available adrenal steroids. ACTH can be given by slow 
intravenous drip or in most cases with less trouble intramuscularly. 
Fifty units of depot ACTH every 12 hours will usually cause a 


prompt disappearance of fever and malaise and restoration of 
appetite, with a somewhat slower ameliorative effect upon the 
diarrhea. Brisk bleeding, if present, is less certain to respond 
to this treatment. 

Either adrenal steroids or ACTH, however, are not without 
risks of their own. These certainly include camouflage of a rup- 
tured colon. Peritonitis may go unrecognized while bacterial 
invasion progresses, because the usual signs of peritoneal irrita- 
tion are absent. In addition, it is the view of many observers 
that the steroids, which have catabolic effects, may, even while 
the patient and the doctor have a false sense of well-being, 
impede normal processes of tissue repair, leading sometimes to 
rupture of the colon or small bowel and spread of secondary 
bacterial infection. The papier-maché syndrome may result, if 
surgery is ultimately required, in which wounds dehisce, bowel 
anastomoses leak, excessive bleeding occurs and abscesses abound. 
Peptic ulceration is also encouraged by steroid therapy, and 
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prophylactic antacids every hour or two between meals are indi- 
cated if steroids are used. Another complication of steroids, as 
well as of ulcerative colitis itself sometimes, is a toxic psychosis, 

There is great divergence of opinion as to when steroid therapy 
should be used and for how long. While each case must be 
judged on its own merits, the problems being highly complex, 
it is the writer’s opinion that ACTH generally should be used 
only when other medical measures fail and when the patient's 
illness is sufficiently severe to demand more vigorous measures 
but not so grave or advanced as to make surgery essential. The 
ACTH is carefully measured in a tuberculin syringe and within 
a few days tapering is begun around the rate of 1 unit per dose 
per day. Thus the object of such treatment is to attempt to 
induce a quick remission, in hopes that improved rapport and 
an all-out effort to launch excellent nutrition will be followed 
by either a prolonged remission or a period of relative quiescence 
during which long-range plans can be more deliberately and 
dispassionately formulated. In the occasional patient who shows 
no favorable response to ACTH, colectomy is usually an urgent 
necessity, since the hazards of the adrenal steroids without their 
saving graces are multiplied by each increment of time on the 
way to Cushing’s syndrome. Similarly, indefinitely prolonged 
steroid therapy courts all the dangers of Cushing’s syndrome, 
which is eventually a fatal condition itself. One must guard 
against hormonal “inflation,” in which more and more steroid 
effect is required to purchase less and less amelioration of symp- 
toms. It sometimes happens that the patient, who is in a way 
addicted to steroids and refuses to return to the realities of his 
plight, plagues his doctor into a similar state. The physician 
shrinks from being accused by the patient or his family of having 
“failed” and continues steroids into the danger zone of tissue: 
that will not stick together and bones too weak to bear the body 
weight. 

Adrenal steroids may be used topically in the form of retention 
enemas, which provide a minimum of systemic steroid effect 
and some degree of local palliation. Thus the beneficial effects, 
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in the cases in which they are forthcoming, are generally far 
short of the typical ACTH remission, but the catabolic dangers 
are also greatly minimized. The risk of an enema per se is slight 
if the solution is introduced cautiously and slowly. The writer 
has been generally disappointed in the results of such treatments 
except as a temporary expedient in a few cases of mild or distally 
confined colitis. 

Proprietary solutions of topically applicable steroids are gen- 
erally expensive, but less expensive hydrocortisone powder can 
be suspended in rubber-stoppered vials of 14% aqueous methyl 
cellulose, which facilitates mixing. After thoroughly shaking 
such a bottle, a volume of fluid containing 100 mg. hydrocortisone 
can be withdrawn and mixed well with 200 cc. of tepid tap 
water, which is then used for a retention enema. This procedure 
may be repeated once or twice a day. 


SURGERY 


The only therapy that approximates a “cure” in ulcerative 
colitis, apart from the generous hand of nature, is colectomy. 
Most, but not all, experts agree that in the vast majority of cases 
the operation of choice is ileostomy and a total or subtotal colec- 
tomy, in the latter leaving the rectum as a defunctionalized 
mucous fistula. An occasional patient may for a time, or even 
indefinitely, be well with the ileum attached to some distal por- 
tion of healthy bowel, as in the unusual case of right-sided colitis 
with a normal rectum and sigmoid. Even under these circum- 
stances, severe colitis may subsequently appear in the distal colon. 
Ileo-rectostomies of various kinds are being tried experimentally 
even in the presence of rectal colitis, but the experience of 
most gastroenterologists is that ileostomy is almost always prefer- 
able. 

Technical problems connected with surgery, postoperative care 
and prompt management of postoperative complications, such 
as stomal stenosis, anatomical or functional, are beyond the 
scope of this monograph. Surgeons experienced in this field have 
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become very skilled in appropriate management, and whenever 
the patient with ulcerative colitis becomes a candidate or possible 
candidate for surgery, a close alliance between the physician 
and the surgeon is of the utmost importance (11). Such an 
association not only prevents organic diseases, but also avoids 
the patient’s feeling that he is, as described above, interposed 
between two quarreling “parents.” 

In brief, the indications for colectomy and ileostomy are 
these: 

1. Ulcerative colitis so severe that surgery is necessary to 
save the patient’s life, as with a ruptured colon, impending rup- 
ture, intractable hemorrhage or catastrophic metabolic depletion 
despite the best medical efforts. 

2. Failure of medical therapy, after a reasonable trial, to 
bring the colitis or its complications, such as arthritis or serious 
skin disease, under sufficient control to allow a happy, produc- 
tive life-adjustment in the adult or wholesome growth and 
development in the child. 

3. A long-diseased and irreversibly damaged colon, usually 
with strictures, in which continuing or recurrent symptoms of 
one kind or another must be weighed (together with the consid- 
erable risks of undetected carcinoma) against the relatively small 
risks of surgery and handicaps of a modern ileostomy appliance. 

The great majority of patients now get along happily and 
well with an ileostomy, and as a result the Ileostomy Club (or 
its equivalent) which is to be found in most large cities of the 
United States, at least, has become an enormous help to the 
patient with ulcerative colitis before surgery, during the opera- 
tive period, and postoperatively as well. 


PREGNANCY AND COLITIS 


The course of ulcerative colitis during pregnancy is unpredict- 
able; it depends on many factors, including the patient’s emo- 
tional and nutritional status. However, more often than otherwise, 
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colitis tends to be aggravated by pregnancy, especially during 
the first trimester and in the postpartum period. Apart from the 
added obstetric considerations, such as avoiding radiation of the 
fetus or inducing labor prematurely with a sigmoidoscope, the 
treatment of ulcerative colitis in pregnancy is about the same 
as it is ordinarily. Naturally, one prefers to avoid surgery in a 
pregnant woman, but a ruptured colon threatens two lives in the 
pregnant woman instead of one. An emergency colectomy should 
not be avoided in pregnancy if it is genuinely indicated. 


PROGNOSIS 


Ulcerative colitis may run almost any conceivable course. 
Since it may reappear after several decades of apparent “cure,” 
it is probably more accurate to speak of apparently cured patients 
as “arrested.” (Sophocles observed that we should say of no 
man that he is happy until he is dead!) A substantial number 
of patients with ulcerative colitis seem to heal and remain appar- 
ently well, or they have such mild chronic or relapsing disease 


that theirs is not a difficult problem. In a large group of patients, 
however, ulcerative colitis may become fulminant at one time 
or another or, more often, be only temporarily responsive to 
treatment with a stubborn tendency to become more noxious 
with time. The physician must, therefore, appraise each case 
as its features unfold, aware of the pitfalls as well as the possi- 
bility of permanent remission, which may come at almost any 
time but is more likely to occur in early cases. 

The physician must not feel guilty or helpless simply because 
he is dealing, as Hippocrates did more often, with an illness 
whose cause he cannot name and whose certain cure he cannot 
prescribe. We must not forget that such ancient forms of treat- 
ment as good rapport and good nutrition are often rewarding 
and never to be dismissed as of no consequence, even in an age 
of “miracle cures.” In ancient times, as recorded in the Second 
Book of Kings, a wealthy and impatient man demanded that a 
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prophet heal his “leprosy.” In those days “desert sores” or lesions 
caused by filth were sometimes mistaken for what we now know 
to be leprosy. The prophet told the man to bathe daily in the 
River Jordan. The “patient” stormed away in a huff; he had 
expected a miracle. One of his aides followed him and asked a 
very modern question: “Wherefore art thou wroth? If the 
prophet had bid thee do some great thing would’st thou not 
have done it? How much rather, then, if he say to thee simply, 
‘Wash and be clean!’?” 
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